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Abstract
Aims: Radiotherapy is an important treatment modality in the multidisciplinary management of rectal cancer. It is delivered both in the neoadjuvant setting and
postoperatively, but, although it reduces local recurrence, it does not inﬂuence overall survival and increases the risk of long-term complications. This has led to
a variety of international practice patterns. These variations can have a signiﬁcant effect on commissioning, but also future clinical research. This study explores
its use within the large English National Health Service (NHS).
Materials and methods: Information on all individuals diagnosed with a surgically treated rectal cancer between April 2009 and December 2010 were extracted
from the Radiotherapy Dataset linked to the National Cancer Data Repository. Individuals were grouped into those receiving no radiotherapy, short-course
radiotherapy with immediate surgery (SCRT-I), short-course radiotherapy with delayed surgery (SCRT-D), long-course chemoradiotherapy (LCCRT), other
radiotherapy (ORT) and postoperative radiotherapy (PORT). Patterns of use were then investigated.
Results: The study consisted of 9201 individuals; 4585 (49.3%) received some form of radiotherapy. SCRT-I was used in 12.1%, SCRT-D in 1.2%, LCCRT in 29.5%,
ORT in 4.7% and PORT in 2.3%. Radiotherapy was used more commonly in men and in those receiving an abdominoperineal excision and less commonly in the
elderly and those with comorbidity. Signiﬁcant and substantial variations were also seen in its use across all the multidisciplinary teams managing this disease.
Conclusion: Despite the same evidence base, wide variation exists in both the use of and type of radiotherapy delivered in the management of rectal cancer
across the English NHS. Prospective population-based collection of local recurrence and patient-reported early and late toxicity information is required to
further improve patient selection for preoperative radiotherapy.
 2016 The Royal College of Radiologists. Published by Elsevier Ltd. This is an open access article under the CC BY license (http://creativecommons.org/licenses/
by/4.0/).
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Radiotherapy is an established treatment modality in the
multidisciplinary management of rectal cancer. In the
1990s, phase III trials reported reduced local recurrence and
improved overall survival using a combination of post-
operative chemotherapy and concurrent chemoradiation
(CRT). Subsequently, randomised trials, mainly in Europe,
showed a reduction in local recurrence with the preopera-
tive addition of either a 1 week short course of radiotherapy
or the addition of concurrent chemotherapy to a 5 week
course of preoperative radiotherapy [1].
Two recently reported phase III trials have conﬁrmed a
halving of the rate of local recurrence when a 1 week short
course of radiotherapy was added to surgical resection [2,3].
Two phase III trials reported reduced local recurrence when
preoperative CRT was compared with long-course radio-
therapy alone [4,5]. Local recurrence, acute and late toxicity
were reduced when preoperative CRT was compared with
postoperative CRT [6,7]. The combined results led to amajor
shift towards the use of preoperative radiotherapy in the
form of short-course and CRT schedules. In parallel,
improved surgical technique using total mesorectal excision
led to low reported rates of local recurrence with surgery
alone [8]. This ﬁnding was conﬁrmed in the Medical
ResearchCouncil CR07 trial,where thebest planesof surgical
excision resulted in the lowest rates of local recurrence [9].
Although preoperative radiotherapy can reduce the risk
of local recurrence, it can also increase the risk of long-term
side-effects when added to surgical resection [10e13].
These long-term side-effects seem to be similar whether
preoperative short-course radiotherapy or CRT is used
[14,15].
In the National Health Service (NHS) of England, weekly
multidisciplinary team (MDT)meetings take place to review
the clinical and radiological staging of all rectal cancer pa-
tients. Pelvic magnetic resonance imaging (MRI) is routinely
used to determine the use of preoperative and postoperative
radiotherapy in management, further increasing the
complexity of decision making. International evidence sug-
gests thereissigniﬁcantvariationintheuseofradiotherapyin
themanagementof rectal cancer [16e20], but, unlike theUK,
many countries do not routinely use MRI for pelvic staging,
which may explain in part the variation observed. Little is
known about the patterns of radiotherapy use in England.
This study explored the use of radiotherapy in surgically
treated rectal cancer at a population level using the ﬁrst
available data from the national Radiotherapy Dataset
(RTDS) [21]. These data are extracted and collated from all
NHS linear accelerators. When combined with the infor-
mation in the National Cancer Data Repository (NCDR) [22]
these data enable patterns of management to be investi-
gated [23e25] across the English NHS.Materials and Methods
All individuals diagnosed with a ﬁrst primary rectal
cancer between 1 April 2009 and 31 December 2010 andwho underwent a major resection for the disease within the
English NHS were identiﬁed (using standard algorithms)
[24,26] within the linked cancer registry and Hospital
Episode Statistics (HES) component of the NCDR [22].
Information on age, gender, Dukes’ stage of disease at
diagnosis, tumour site, socioeconomic status (based on In-
dex of Multiple Deprivation (IMD) income quintile) and
survival were taken from the cancer registry component of
the resource, whereas information on the type of surgery
and hospital MDT of surgical management was taken from
the HES component. A Charlson comorbidity score [27] was
also derived for each individual based on the diagnostic
reasons (excluding cancer) for any hospital admissions
recorded in HES in the year before diagnosis (excluding any
admission spanning the date of diagnosis). The cancer
component of the score was then derived from the cancer
registry information and combined with the hospital
admission scores. Higher scores indicate greater comorbid
disease and patients were grouped into Charlson score
categories of 0, 1, 2 and 3.
To investigate patterns of use of radiotherapy, any
records for this cohort of individuals within the RTDS (now
also available in the NCDR) were identiﬁed. The RTDS
contains information on every episode of radiotherapy
delivered, but the dataset does not consistently capture
whether the intent of the dose delivered was adjuvant,
radical or palliative. In addition, the disease coding within
the resources varies between centres and total attendances
are captured rather than intended fractionation patterns.
An individual may also have multiple summary RTDS
records that overlap the same time period and seem to
relate to the same episode of radiotherapy being delivered.
An algorithm was therefore developed to identify neo-
adjuvant or adjuvant treatment records from the resource
among all other episodes of radiotherapy administered to
this rectal cancer population. First, only episodes of radio-
therapy that the RTDS stated had been used to treat colo-
rectal (ICD10 [28] C18-20), anal (C21) or an unspeciﬁed
digestive cancer (C78, C80, D01 and D37) and occurred
within a year of the date of surgery for each individual in the
cohort were deemed eligible. If individuals had multiple
episodes of radiotherapy delivered in overlapping time
periods then the episode that recorded the highest number
of attendances was retained, but the individual was ﬂagged
so that these multiple episodes were acknowledged.
Individuals were then allocated to one of ﬁve groups based
on the standard rectal radiotherapy regimens used in
England and the total number of attendances they made to
a radiotherapy centre. Those for whom there was no link to
the RTDS were deemed to have received no neoadjuvant or
adjuvant radiotherapy. Those who had attended a radio-
therapy centre ﬁve times before surgery and for whom the
time between the start of radiotherapy and surgery was 35
days or less were allocated to a short-course radiotherapy
and immediate surgery category (SCRT-I). Those meeting
the same attendance criteria, but where the interval
between radiotherapy and surgery was greater than 35
days, were allocated to the short-course radiotherapy and
delayed surgery category (SCRT-D). Those who attended for
Table 1
Characteristics of the study population
Characteristic NRT SCRT-I SCRT-D LCCRT Other PORT Any radiotherapy Total
n % n % n % n % n % n %
Age group 60 929 39.6 282 12.0 15 0.6 951 40.5 109 4.6 63 2.7 1420 60.5 2348
61e70 1484 48.6 377 12.3 27 0.9 933 30.5 166 5.4 71 2.3 1574 51.5 3056
71e80 1509 53.3 362 12.8 40 1.4 731 25.8 129 4.6 61 2.2 1323 46.7 2832
>80 694 71.9 94 9.7 28 2.9 98 10.2 31 3.2 20 2.1 271 28.1 965
Gender Male 2889 48.2 773 12.9 69 1.2 1849 30.8 276 4.6 138 2.3 3105 51.8 5994
Female 1727 53.9 340 10.6 41 1.3 864 26.9 159 5.0 76 2.4 1480 46.1 3207
Dukes stage at diagnosis A 1289 64.7 253 12.7 13 0.7 345 17.3 76 3.8 17 0.9 704 35.3 1993
B 1239 54.7 282 12.5 31 1.4 559 24.7 107 4.7 46 2.0 1025 45.3 2264
C 1441 45.5 375 11.8 32 1.0 1057 33.4 164 5.2 97 3.1 1725 54.5 3166
D 299 50.1 39 6.5 9 1.5 191 32.0 34 5.7 25 4.2 298 49.9 597
Unknown 348 29.5 164 13.9 25 2.1 561 47.5 54 4.6 29 2.5 833 70.5 1181
Charlson comorbidity score 0 3645 48.1 957 12.6 91 1.2 2349 31.0 355 4.7 176 2.3 3928 51.9 7573
1 655 57.8 111 9.8 12 1.1 268 23.7 63 5.6 24 2.1 478 42.2 1133
2 204 60.4 32 9.5 5 1.5 72 21.3 14 4.1 11 3.3 134 39.6 338
3 112 71.3 13 8.3 2 1.3 24 15.3 3 1.9 3 1.9 45 28.7 157
IMD income category Most afﬂuent 1072 53.2 226 11.2 19 0.9 542 26.9 109 5.4 46 2.3 942 46.8 2014
2 1115 51.9 279 13.0 20 0.9 622 29.0 74 3.4 37 1.7 1032 48.1 2147
3 995 50.4 241 12.2 21 1.1 577 29.2 92 4.7 49 2.5 980 49.6 1975
4 816 48.2 212 12.5 28 1.7 521 30.8 70 4.1 46 2.7 877 51.8 1693
Least afﬂuent 618 45.0 155 11.3 22 1.6 451 32.9 90 6.6 36 2.6 754 55.0 1372
Operation type APE 550 25.4 334 15.4 45 2.1 1049 48.4 160 7.4 31 1.4 1619 74.6 2169
AR 3191 57.9 662 12.0 44 0.8 1312 23.8 214 3.9 90 1.6 2322 42.1 5513
Hartmanns 407 54.1 62 8.2 14 1.9 195 25.9 38 5.1 36 4.8 345 45.9 752
Other 468 61.0 55 7.2 7 0.9 157 20.5 23 3.0 57 7.4 299 39.0 767
Total 4616 50.2 1113 12.1 110 1.2 2713 29.5 435 4.7 214 2.3 4585 49.8 9201
NRT, no radiotherapy; SCRT-I, short-course radiotherapy with immediate surgery; SCRT-D, short-course radiotherapy with delayed sur-
gery; LCCRT, long-course chemoradiotherapy; ORT, other radiotherapy; PORT, postoperative radiotherapy; IMD, index of multiple depri-
vation; APE, abdominoperineal excision; AR, anterior resection.
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undergone long-course chemoradiotherapy (LCCRT). In
addition, those who had multiple radiotherapy records in
the RTDS spanning the same time period where the
maximum attendance in one of those records was 10 or
more (but the addition of attendances in the other relevant
records would exceed 25 attendances) were also allocated
to LCCRT. Individuals who had attended for radiotherapy at
a frequency different to these standard rectal fraction
patterns were allocated to an ‘other’ radiotherapy category
(ORT). Finally, individuals who received radiotherapy up to
a year after their surgery were categorised in the post-
operative radiotherapy (PORT) group.
Patterns of use of radiotherapy in rectal cancer were then
investigated in relation to both the characteristics of the
patients, their tumours, the interval to surgery and their
management. The statistical signiﬁcance of any differences
in the type of radiotherapy used was assessed using the chi-
squared test.
The work was given ethical approval by the East of
Scotland Research Ethics Service (LR/08/S0501/66).Results
In total, 9201 individuals were identiﬁed within the
NCDR as having undergone major resection for a ﬁrstprimary rectal cancer diagnosed in the study period. Over-
all, 4616 (50.2%) of this population did not receive any
radiotherapy in the management of their primary disease.
By contrast, 1113 (12.1%) received SCRT-I, 110 (1.2%) SCRT-D,
2713 (29.5%) LCCRT, 435 (4.7%) ORT and 214 (2.3%) PORT.
The characteristics of the population in relation to their
treatment group are shown in Table 1. The use of radio-
therapy decreased with age, with 60.5% of those less than
60 years of age at diagnosis receiving some form of radio-
therapy compared with 28.1% of those aged over 80 years.
Radiotherapy was also used more frequently in men than
women (51.8% versus 46.1%). The use of radiotherapy
increased with increasing stage (35.3% in Dukes A versus
54.5% in Dukes C) and also increased in relation to
increasing socioeconomic deprivation, with 46.8% of those
residing in the most afﬂuent areas receiving the treatment
compared with 55.0% in the least afﬂuent areas. By contrast,
rates of use of radiotherapy decreased in relation to
increasing comorbidity, being used in 51.9% of those with a
Charlson score of 0 compared with 28.7% of those with a
score of 3 ormore. Some form of radiotherapywas also used
more frequently in those undergoing abdominoperineal
resection compared with other types of major resection.
Signiﬁcant variation in the use of the different modalities
of radiotherapy for the management of rectal cancer was
seen across English NHS Trusts (Figure 1). The proportion of
individuals in each Trust who did not receive any
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there were signiﬁcant differences in the deployment of the
different types of radiotherapy,with SCRT-I use ranging from
0.0% to 40.2%, SCRT-D from 0.0% to 10.0% and LCCRT from
5.1% to 62.5%. A few Trusts also seemed to apply a relatively
high number of non-standard regimens,with the proportion
of people in theORTcategory rangingacross Trusts from0.0%
to 52.8%. Twenty-three Trusts used a non-standard regimen
in more than 10% of their cases. PORT was used infrequently
in all Trusts, with a maximum use of 11.1%.
A signiﬁcant, although slightly less marked variationwas
observed across the larger aggregation of MDTs within the
English NHS’s Local Area Teams (Figure 2). The proportion
of individuals across the Local Area Teams who did not
receive any radiotherapy ranged between 27.8% and 66.1%,
but, as previously, there was also signiﬁcant variation in the
types of radiotherapy delivered. The proportion receiving
SCRT-I ranged between 0.4% and 19.3%, SCRT-D between
0.0% and 3.4%, LCCRT between 18.1% and 50.5%, PORT
between 0.4% and 4.1% and ORT between 1.1% and 29.6%.
Therewas also signiﬁcant variation in practice in relation
to the interval between the start of radiotherapy and sur-
gery. Figure 3 shows the distribution in the number of days
for this interval for individuals undergoing some form of
SCRT. Most of the population who underwent SCRT-I
surgery were resected within 14 days of the start of their
radiotherapy, with a median interval of 9 days (interquartile
range 8e11). There was, however, a considerable range inFig 1. The proportion of individuals with surgically resected rectal canc
disciplinary teams in the English National Health Service.practice, with 113 people having 35 days or more between
the start of radiotherapy and surgery (i.e. SCRT-D) and 34
people having an interval of 100 days or more. The median
interval for this SCRT-D group was 72 days (interquartile
range 52e118). The variation was also signiﬁcant in the
LCCRT group (Figure 4), with the interval between the start
of radiotherapy and surgery ranging from 42 to 335 days.
The median in the LCCRT category was 113 days (inter-
quartile range 98e133). Figure 5 shows the distribution of
the 435 people in the ORT category in relation to both the
interval between radiotherapy and surgery and the total
number of attendances to hospital. Most of the cases in this
group arose from individuals attending hospital four or
fewer times and receiving their subsequent surgery within
35 days of the ﬁrst attendance. A further 253 individuals
had intervals of greater than 35 days from the start of their
radiotherapy to surgery and most of this group had greater
than ﬁve attendances.Discussion
This retrospective population-based study is the ﬁrst to
provide a comprehensive national perspective on the use of
radiotherapy in the management of surgically treated rectal
cancer patients across England. Overall, 49.8% of the
population received some form of radiotherapy, but there
was variation across the population, with radiotherapy useder in each of the radiotherapy categories across all colorectal multi-
Fig 2. The proportion of individuals with surgically resected rectal cancer in each of the radiotherapy categories across all the Local Area Teams
of the English National Health Service.
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noperineal resection and less commonly in the elderly and
those with comorbid disease. Signiﬁcant variation in prac-
tice was also observed across the English NHS, irrespective
of patient case mix, with regards to both the type of
radiotherapy used and the interval between its initiation
and surgery.
These data can be compared with those in the National
Bowel Cancer Audit Project [29]. This voluntary audit
captures data on around 86% of colorectal cancer patients
treated in the UK, but its prime focus is surgery and only
limited information is available within it on the use of
radiotherapy. In the 2012 report (based on cases diagnosed
in 2010/11), radiotherapy was used in a lower proportion of
rectal cancer cases than in this study (41.7% versus 49.3%),
with short course being used in 14.8% of cases, long course
in 24.2% and postoperative in 1.7%. Radiotherapy was not
reported or not given in 59.4% of cases. The data analysis
cannot discriminate between these two responses. The
audit indicated variation between Trusts (rates of use varied
between 0 and 93%), but because of the voluntary nature of
the audit and the lack of clarity of whether the treatment
was not given or simply not reported it is hard to draw any
ﬁrm conclusions. Signiﬁcant variation in practice has also
been observed across Welsh colorectal MDTs [30]. The
current study provides, on a much larger sample, more
robust population-based data for England and conﬁrms
signiﬁcant variation in national patterns of practice.This study not only showed variation in whether radio-
therapy was used but also in what type was delivered and
how long the interval was between the start of the radiation
and surgery. To our knowledge no data have previously
been published quantifying the extent of this variation
across the English NHS. All these observed variations in
radiotherapy usage were seen despite the routine weekly
colorectal MDT meetings, which occur across the NHS, in
which clinical and radiological staging investigations,
including pelvic MRI, are reviewed to determine the selec-
tion of patients for preoperative treatment. MDTs are,
therefore, adopting very different treatment strategies.
How can this wide variation in radiotherapy usage be
explained? A number of factors may have inﬂuenced MDT
decisions. First, the Colorectal Improving Outcomes Guid-
ance from 2004 [31] (which would have been relevant to
the period covered by this study) recommended the use of
either short-course preoperative radiotherapy or initial
surgery with selective use of postoperative CRT based on
involvement of the circumferential resection margin
according to each MDT’s deﬁned unit policy. Only a
minority of patients who undergo initial surgery will have
an involved circumferential resection margin.
Second, there has been a growing body of evidence that
preoperative radiotherapy lowers the risk of rectal cancer
recurrence without any measurable impact on overall
survival in moderate risk disease accompanied by lower
rates of local recurrence with total mesorectal excision
Fig 3. The number of individuals attending hospital for short-course radiotherapy in relation to the interval between the start of radiotherapy
and surgery.
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probably also relevant, with a correlation existing between
lower local recurrence rates with better planes of surgical
excision [9]. Finally there was also increasing concern that
the addition of preoperative radiotherapy may lead to
increased long-term toxicity [10,11,32,33]. The weight each
MDT placed on these different factors may account for the
variability in practice observed.
Further evidence has been published relevant to the
optimal use of radiotherapy in rectal cancer management
subsequent to the study period. For example, several rele-
vant phase III trials reported their outcomes after 2004 and
new National Institute for Health and Care Excellence
(NICE) colorectal cancer guidelines incorporating their
ﬁndings were published in 2011 [34]. These guidelines
deﬁne three risk groups for local recurrence after rectal
cancer resection based on the pelvic MRI ﬁndings. Surgery
alone is recommended for the low-risk group. SCRT or
LCCRT should be considered for the medium-risk group and
LCCRT for the high-risk group.
Several international studies have investigated the vari-
ation in use of radiotherapy for rectal cancer
[16,18e20,35e38]. Van Leersum et al. [38] reported a
population-based study from the Netherlands between
2009 and 2011 and found that 85% of patients received
preoperative radiotherapy. This is a signiﬁcantly greater
proportion than these English data indicate, but theNetherlands guidelines recommend the use of preoperative
radiotherapy for all patients except those with T1N0
disease. By contrast, the recently published European
Society of Medical Oncology rectal cancer radiotherapy
guidelines [39] recommend a similar approach to those
published by NICE in 2011 [34].
The signiﬁcant variation in the range of intervals
between the start of radiation and surgery is also of interest.
The evidence based around what constitutes the optimal
interval in either SCRT or LCCRT is relatively weak [39e42]
and it seems that, in the absence of deﬁnitive data, the
practice patterns of MDT’s are divergent. This may be
further exempliﬁed by the unusual spread of attendance
patterns in the ORT group. A high proportion of this cate-
gory attended hospital four times, suggesting the use of a
four-fraction protocol. Although such a regimen is not
widely used, the northwest rectal cancer randomised trial
showed a signiﬁcant reduction in local recurrence with
20 Gy in four fractions [43]. Alternatively, the unusual
attendance patterns observed may indicate the use of
different fractionation regimens or that patients
discontinued treatment due to the toxicity of other medical
events. These data cannot currently provide the detailed
information to determine the cause or causes.
Indeed, a signiﬁcant limitation of this study was the
quality and extent of the data available in the RTDS.
Numerous weaknesses were identiﬁed, including poor
Fig 4. The number of individuals attending hospital for long-course chemoradiotherapy in relation to the interval between the start of
radiotherapy and surgery and the total number of attendances.
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information on treatment intent and, in certain centres,
multiple episodes of care for a single course of treatment.
However, linkage of the RTDS to other data sources available
in the NCDR (notably cancer registry and HES data) along-
side detailed clinical review and analysis did enable courses
of radiotherapy to be related to both deﬁnitive diagnoses
and surgical information. Patterns of care could then be
quantiﬁed. A future development of the RTDS should,
however, seek to both extend the data scope and its quality
so that such robust analyses assessing the effect of variation
in the time between radiotherapy and surgery initiation can
be quantiﬁed and guidance produced to deﬁne optimal
practice.
Recent changes in clinical practice may also alter future
radiotherapy uptake [44]. This includes an increasing use of
extra-levator abdominoperineal excision [45] with its
reported reduced risks of resectionmargin involvement and
specimen perforation, which may in turn reduce the use of
preoperative radiotherapy. Conversely, the watch and wait
option [46] using deﬁnitive CRT without surgery, attempt-
ing to delay or avoid major surgical resection for selected
patients may be chosen by some MDTs [47]. This latter
approach is not supported, however, by the 2011 NICE
guidelines [34] and its evidence base remains inconclusive
[48]. Analysis of further NCDR data to investigate howpatterns of radiotherapy use change over time are, there-
fore, intended.
Although the present study has shown signiﬁcant vari-
ation in the use of radiotherapy, it is unable to determine
what inﬂuence this is having on locoregional failure or
patient-reported outcomes. What is the correct balance
between the beneﬁts and risks of preoperative radio-
therapy? Randomised trial evidence suggests that radio-
therapy may reduce the risk of local recurrence, but it does
not inﬂuence long-term survival. However, the addition of
radiotherapy increases long-term side-effects [32,33,49,50].
Without further information, quantifying both these posi-
tive and negative consequences of radiotherapy use, it is
impossible to assess the effect of the variation in radio-
therapy usage on patients or the NHS and this may increase
rather than minimise variation in practice.
Although MDTs now routinely collect considerable in-
formation on the process of treatment, including histo-
pathological assessment of the resected specimen, there is
no systematic and prospective approach to record the
timing and pattern of failure after rectal cancer resection
and patient-reported outcomes. Extending the capture of
such robust data to enable population-based assessment of
the true effect of treatment variation on patient outcomes
is vital if the NHS is to offer the best possible service. Our
approach will be used to monitor the inﬂuence of the 2011
Fig 5. The number of individuals attending hospital for a non-standard radiotherapy regimen in relation to the interval between the start of
radiotherapy and surgery and the number of attendances made.
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tions for the use of preoperative radiotherapy in future
guidelines will depend on robust data linkage of radio-
therapy data to both validated patient-reported outcomes
and local recurrence rates. Additional linkage to fully
completed Royal College of Radiologists and Pathologists
minimum reporting datasets for each tumour would also
give further insights to the choices made at MDT meetings.Conclusion
This population-based study has shown a wide variation
in both the use of radiotherapy and radiotherapy schedules
across the English NHS. Prospective population-based
collection of locoregional recurrence, patient-reported
toxicity and radiology and pathology datasets is required
to understand and improve patient selection for preopera-
tive radiotherapy, reduce variation in treatment and
improve outcomes.
Acknowledgements
This paper is a contribution from the National Cancer
Intelligence Network (www.ncin.org.uk). E. Morris was
funded by the Cancer Research UK Bobby Moore Fund
(C23434/A9805) and the Leeds MRCMedical Bioinformatics
Centre (MR/L01629X/1), P. Quirke by Yorkshire CancerResearch (L354PA) and the Leeds Experimental Cancer
Medicine Centre. P. Finan was supported by the Leeds
Cancer Research UK Centre.References
[1] Wong RK, Tandan V, De Silva S, Figueredo A. Pre-operative
radiotherapy and curative surgery for the management of
localized rectal carcinoma. Cochrane Database Syst Rev
2007;18:CD002102.
[2] Sebag-Monteﬁore D, Stephens RJ, Steele R, et al. Preoperative
radiotherapy versus selective postoperative chemo-
radiotherapy in patients with rectal cancer (MRC CR07 and
NCIC-CTG C016): a multicentre, randomised trial. Lancet
2009;373:811e820.
[3] van Gijn W, Marijnen CA, Nagtegaal ID, et al. Preoperative
radiotherapy combined with total mesorectal excision for
resectable rectal cancer: 12-year follow-up of the multicentre,
randomised controlled TME trial. Lancet Oncol
2011;12:575e582.
[4] Bosset JF, Collette L, Calais G, et al. Chemotherapy with
preoperative radiotherapy in rectal cancer. N Eng J Med
2015;355:1114e1123.
[5] Gerard JP, Conroy T, Bonnetain F, et al. Preoperative radio-
therapy with or without concurrent ﬂuorouracil and leuco-
vorin in T3-4 rectal cancers: results of FFCD 9203. J Clin Oncol
2006;24:4620e4625.
[7] Sauer R, Liersch T, Merkel S, et al. Preoperative versus post-
operative chemoradiotherapy for locally advanced rectal
E.J.A. Morris et al. / Clinical Oncology 28 (2016) 522e531530cancer: results of the German CAO/ARO/AIO-94 randomized
phase III trial after a median follow-up of 11 years. J Clin Oncol
2014;30:1926e1933.
[8] MacFarlane JK, Ryall RD, Heald RJ. Mesorectal excision for
rectal cancer. Lancet 1993;341:457e460.
[9] Quirke P, Steele R, Monson J, et al. Effect of the plane of
surgery achieved on local recurrence in patients with oper-
able rectal cancer: a prospective study using data from the
MRC CR07 and NCIC-CTG CO16 randomised clinical trial.
Lancet 2009;373:821e828.
[10] Marijnen CA, van de Velde CJ, Putter H, et al. Impact of
short-term preoperative radiotherapy on health-related
quality of life and sexual functioning in primary rectal
cancer: report of a multicenter randomized trial. J Clin Oncol
2005;23:1847e1858.
[11] Stephens RJ, Thompson LC, Quirke P, et al. Impact of short-
course preoperative radiotherapy for rectal cancer on
patients’ quality of life: data from the Medical Research
Council CR07/National Cancer Institute of Canada Clinical
Trials Group C016 randomized clinical trial. J Clin Oncol
2010;28:4233e4239.
[12] Lange MM, den Dulk M, Bossema ER, et al. Risk factors for
faecal incontinence after rectal cancer surgery treatment. Br J
Surg 2007;94:1278e1289.
[13] Peeters KC, van de Velde CJ, Leer JW, et al. Late side effects of
short-course preoperative radiotherapy combined with total
mesorectal excision for rectal cancer: increased bowel
dysfunction in irradiated patients e a Dutch colorectal cancer
group study. J Clin Oncol 2014;23:6199e6206.
[14] Ngan SY, Burmeister B, Fisher RJ, et al. Randomized trial of
short-course radiotherapy versus long-course chemo-
radiation comparing rates of local recurrence in patients with
T3 rectal cancer: Trans-Tasman Radiation Oncology Group
trial 01.04. J Clin Oncol 2012;30:3827e3833.
[15] Bujko K, Nowacki MP, Nasierowska-Guttmejer A, Michalski W,
Bebenek M, Kryi M. Long-term results of a randomized trial
comparing short-course radiotherapy with preoperative
conventionally fractionated chemoradiation for rectal cancer.
Br J Surg 2014;93:1215e1223.
[16] Fitzgerald T, Zervos E, Wong JH. Patterns of pelvic radio-
therapy in patients with stage II/III rectal cancer. J Cancer
Epidemiol 2013:408460.
[17] Francescutti V, Coates A, Thabane L, Goldsmith CH,
Levine MN, Simunovic M. Patterns of use and outcomes of
radiation therapy in the quality initiative in rectal cancer
(QIRC) trial. J Can Chir 2013;56:e148ee153.
[18] Mou B, Cooke AL, Xue L. Utilization of preoperative radiation
therapy in the management of rectal cancer. Prac Radiat Oncol
2013;3:e121ee126.
[19] Schrag D, Gelfand SE, Bach PB, Guillem J, Minsky BD, Begg CB.
Who gets adjuvant treatment for stage II and III rectal cancer?
Insight from Surveillance, Epidemiology and End Results-
Medicare. J Clin Oncol 2001;19:3712e3718.
[20] Schroen AT, Cress RD. Use of surgical procedures and
adjuvant therapy in rectal cancer treatment. Ann Surg
2014;234:641e651.
[21] Hoskins PJ, Forbes H, Ball C, Rilet D, Cooper T, on behalf of the
Radiotherapy Clinical Information Group. Variation in radio-
therapy delivery in England. Clin Oncol 2013;25:531e537.
[22] National Cancer Intelligence Network. National cancer data
repository 2012.
[23] Morris EJA, Quirke P, Thomas JD, Fairley L, Cottier B, Forman D.
Unacceptable variation in abdominoperineal excision rates for
rectal cancer: time to intervene. Gut 2008;57:1690e1697.[24] Morris EJA, Taylor EF, Thomas JD, et al. Thirty-day post-
operative mortality after colorectal cancer surgery in England.
Gut 2011;60:806e813.
[25] Taylor EF, Thomas JD, Whitehouse LE, et al. A population-
based study of laparoscopic colorectal cancer surgery
2006e2008. Br J Surg 2013;100:553e560.
[26] National Cancer Intelligence Network. Major surgical
resections, England, 2004e2006. London 2010.
[27] Charlson ME, Pompei P, Ales KL, MacKenzie CR. A new
method of classifying prognostic comorbidity in longitudinal
studies: development and validation. J Chronic Dis
1987;40:373e383.
[28] World Health Organisation. International statistical classiﬁca-
tion of diseases and related health problems. Geneva: World
Health Organisation; 2014.
[29] The NHS Information Centre. National Bowel Cancer Audit
Report 2012. Leeds 2013.
[30] Cancer National Specialist Advisory Group. Welsh Bowel
Cancer Audit Report for patients diagnosed April 2009eMarch
2010 and August 2010 to July 2011. Cardiff 2013.
[31] Department of Health. Improving outcomes in colorectal
cancer. London 2004.
[32] Birgisson H, Pahlman L, Gunnarsson U, Glimelius B. Occur-
rence of second cancers in patients treated with radiotherapy
for rectal cancer. J Clin Oncol 2005;23:6126e6131.
[33] Birgisson H, Pahlman L, Gunnarsson U, Glimelius B. Adverse
effects of preoperative radiation therapy for rectal cancer:
long-term follow-up of the Swedish rectal cancer trial. J Clin
Oncol 2005;23:8697e8705.
[34] NICE. Colorectal cancer. The diagnosis and management of
colorectal cancer. London 2011.
[35] Jobsen JJ, Aarts MJ, Siesling S, et al. Use of primary radio-
therapy for rectal cancer in the Netherlands between 1997 and
2008: a population-based study. Clin Oncol 2012;24:e1ee8.
[36] Mak RH, McCarthy EP, Das P, Hong TS, Mamon HJ,
Hoffman KE. Adoption of preoperative radiation therapy for
rectal cancer from 2000 to 2006: a surveillance, epidemiology
and end results patterns-of-care study. Int J Radiat Oncol Biol
Phys 2011;80:978e984.
[37] Vulto JCM, Louwman WJ, Lybeert MLM, et al. A population-
based study of radiotherapy in a cohort of patients with rectal
cancer diagnosed between 1996 and 2000. Eur J Surg Oncol
2007;33:993e997.
[38] van Leersum NJ, Snijders HS, Wouters MWJM, et al. Evaluating
national practice of preoperative radiotherapy for rectal
cancer based on clinical auditing. Eur J Surg Oncol
2013;39:1000e1006.
[39] Glimelius B, Tiret E, Cervantes A, Arnold D, on behalf of the
ESMO Guidelines Working Group. Rectal cancer: ESMO Clin-
ical Practice Guidelines for the diagnosis, treatment and
follow-up. Ann Oncol 2013;24:vi81evi88.
[40] Evans J, Tait D, Swift I, et al. Timing of surgery following
preoperative therapy in rectal cancer: the need for a pro-
spective randomized trial. Dis Colon Rectum
2011;54:1251e1259.
[41] Foster JD, Jones EL, Falk S, Cooper EJ, Francis NK. Timing of
surgery after long-course neoadjuvant chemoradiotherapy for
rectal cancer: a systematic review of the literature. Dis Colon
Rectum 2013;56:921e930.
[42] Lim SB, Cho IHS, Jeong SY, et al. Optimal surgery time after
preoperative chemoradiotherapy for locally advanced rectal
cancers. Ann Surg 2008;248:243e251.
[43] Marsh PJ, James RD, Schoﬁeld PF. Adjuvant preoperative
radiotherapy for locally advanced rectal carcinoma: results of
E.J.A. Morris et al. / Clinical Oncology 28 (2016) 522e531 531a prospective randomized trial. Dis Colon Rectum 1994;37:
1205e1214.
[44] Moran BJ, Holm T, Brannagan G, et al. The English
national low rectal cancer development programme: key
messages and future perspectives. Colorectal Dis 2014;16:
173e178.
[45] West NP, Finan PJ, Anderin C, Lindholm J, Holm T, Quirke P.
Evidence of the oncologic superiority of cylindrical abdomi-
noperineal excision for low rectal cancer. J Clin Oncol
2008;26:3517e3522.
[46] Habr-Gama A, Sabbaga J, Gama-Rodrigues J, et al. Watch and
wait approach following extended neoadjuvant chemo-
radiation for distal rectal cancer: are we getting closer to
anal cancer management? Dis Colon Rectum
2013;56:1109e1117.[47] On behalf of the Champalimaud Faculty: ’Rectal cancer: when
not to operate’. Report from a consensus meeting: response to
chemoradiotherapy in rectal cancer e predictor of cure and a
crucial new choice for the patient. Colorectal Dis
2014;16:334e337.
[48] Glynne-Jones R, Wallace M, Livingstone JI, Meyrisk-Thomas J.
Complete clinical response after preoperative chemoradiation
in rectal cancer: is a “wait and see” policy justiﬁed? Dis Colon
Rectum 2008;51:10e19.
[49] Birgisson H, Pahlman L, Gunnarsson U, Glimelius B. Late
adverse effects of radiation therapy for rectal cancer e a
systematic overview. Acta Oncol 2007;46:504e516.
[50] Kendal WS, Nicholas G. A population-based analysis of second
primary cancers after irradiation for rectal cancer. Am J Clin
Oncol 2007;30:333e339.
